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FILE 'HOME' ENTERED AT 13:41:23 ON 13 JUL 2007 
=> 

=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE 1 REGISTRY ' ENTERED AT 13:41:33 ON 13 JUL '2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR . DETAILS . 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 12 JUL 2007 HIGHEST RN 942260-92-6 
DICTIONARY FILE UPDATES: 12 JUL 2007 HIGHEST RN 942260-92-6 

* i 

New CAS Information Use. Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 200 6 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For, information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org /support /stngen/stndoc/properties . html 

=> s 257892-33-4 

LI 1 257892-33-4 

(257892-33-4/RN) 

=> d str cn 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

CN lH-Indole-3-acetamide, N- (3, 5-dichloro-4-pyridinyl ) -1- [ (4- 



f luorophenyl) methyl ] -5-hydroxy-a-oxo- (CA INDEX NAME) 
OTHER NAMES: 
CN AWD 12-281 
CN GW 842470 



=> file caplus medline embase biosis 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST . % 2.85 3.06 

FILE 'CAPLUS 1 ENTERED AT 13:42:50 ON 13 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'MEDLINE' ENTERED AT 13:42:50 ON 13 JUL 2007 

FILE 'EMBASE' ENTERED AT 13:42:50 ON 13 JUL 2007 
Copyright (c) 2007 Elsevier B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 13:42:50 ON 13 JUL 2007 
Copyright (c) 2007 The Thomson Corporation 

=> s 257892-33-4 or AWD 12-281 

L2 111 257892-33-4 OR AWD 12-281 

=> dup rem L2 

PROCESSING COMPLETED FOR L2 

L3 80 DUP REM L2 (31 DUPLICATES REMOVED) 

=> s skin disease 

L4 134945 SKIN DISEASE 

=> s L3 and (AY<2003 or PY<2003 or PRY<2003) 
'2003* NOT A VALID FIELD CODE 
'2003' NOT A VALID FiELD CODE 

2 -FILES SEARCHED. . . 
'2003' NOT A VALID FIELD CODE 
'2003' NOT A VALID FIELD CODE 
'2003 1 NOT A VALID FIELD CODE 
'2003' NOT A VALID FIELD CODE 

L5 36 L3 AND (AY<2003 OR PY<2003 .OR PRY<2003) 

=> s topical 

L6 261595 TOPICAL 

=> s L5 and L6 

L7 5 L5 AND L6 

=> d 1-5 L7 ibib abs 
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Combination of glucocorticoids and PDE-4-inhibitors 
for treating respiratory diseases, allergic diseases, 
asthma and COPD 

Locher, Mathias; Hermann, Robert 
Viatris G.m.b.H. & Co. K.-G., Germany 
PCT Int. Appl., 2 6 pp. 
CODEN: PIXXD2 
Patent 
. German 
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AB The invention relates to a novel combination of a glucocorticoid, especial 
loteprednol, and at least one phosphodiesterase-4 inhibitor 
(PDE-4-inhibitor) , especially hydroxyindole-derivative • 

N- ( 3 , 5-dichloropyridine-4-yl ) - 

2- [ 1- ( 4-f luorbenzyl ) -5-hydroxyindole-3-yl ] -2-oxoacetamide, for a 
simultaneous , sequential or sep. administration in the treatment of 
respiratory diseases, allergic diseases, asthma and chronic obstructive 
pulmonary diseases (COPD) . Formulation of glucocorticoids and 
PDE-4-inhibitors can be prepared sep. and applied at the same time or at 
different times during the day; also combinations can be formulated. 

REFERENCE COUNT: ' 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 
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OTHER SOURCE (S) : 
AB 



MARPAT 140:105273 
The present invention relates to a method for the treatment of an 
inflammatory and/or allergic skin disease comprising topically 
administering a substituted hydroxy indole which is a phosphodiesterase 4 
inhibitor. Examples are provided of the topical effectiveness 
of AWD 12-281 and cilomilast in dermal 
Immunol, inflammation. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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ACCESSION NUMBER: . 2002:495906 CAPLUS 

DOCUMENT NUMBER: 138:117605 

TITLE: Effects of the phosphodiesterase 4 inhibitors SB 

207499 and AWD 12-281 on 

the inflammatory reaction in a model of allergic 
dermatitis 

Baumer, Wolfgang; Gorr, Gilbert; Hoppmann, Joachim; 
Ehinger, Andreas M.; Ehinger, Britt; Kietzmann, 
Manfred 

Toxicology and Pharmacy, Department of Pharmacology, 
School of Veterinary Medicine, Hanover, 30559, Germany 
European Journal of Pharmacology (2002), 
446(1-3) , 195-200 
CODEN: EJPHAZ; ISSN: 0014-2999 
Elsevier Science B.V. 
Journal 
English 

The inhibitors of the phosphodiesterase 4, SB 207499 (cilomilast, 
c-4-cyano-4- ( 3-cyclopentyloxy-4-methoxyphenyl ) -r-L-cyclohexane carboxylic 
acid) and AWD 12-281 (N- ( 3, 5-dichloropyrid-4- 

yl) - [1- (4-f luorobenzyl) -5-hydroxyindole-3-yl] glyoxylic acid amide) were 
tested in a model of allergic dermatitis in mice. To obtain an allergic 
dermatitis, BALB/c mice were sensitized to toluene-2 , 4-diisocyanate . The 
allergic reaction was challenged by topical administration of 
toluene-2, 4-diisocyanate onto the mice ears. Before challenge, two groups 
of mice were treated topically (ear skin) with SB 207499 or AWD 
12-281. There was a significant ear swelling in 

toluene-2, 4-diisocyanate-challenged mice ears 4, 8, 16, 24 and 48 h after 
challenge. SB 207499 and AWD 12-281 

inhibited this swelling significantly 8, 16, 24 and 48 h after the 
challenge. For biochem. parameters and histol., ears were sampled from 
mice sacrificed 4, 8 and 16 h after the challenge. In homogenized tissue, 
SB 207499 and AWD 12-281 inhibited 

significantly the secretion of interleukin ip induced by 
toluene-2, 4-diisocyanate 4 and 8 h after challenge. The cell influx 
(granulocytes) observed in the toluene-2 , 4-diisocyanate-challenged mice 8 and 
16 h after challenge was nearly abolished by AWD 12- 



281 and SB 204799. 
REFERENCE COUNT: • 30 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2002:420229 CAPLUS 
138:18980 
AWD 12-281 

Kuss, H. ; Hofgen, N.; Egerland, U.; Heer, S.; Marx, 
D.; Szelenyi, I.; Schupke, H..; Gasparic, A.; Olbrich, 
M.; Hempel, R.; Hartenhauer, H.; Krone, D.; Berthold, 
K. ; Kronbach, T.; Rundfeldt, C. 

Arzneimittelwerk Dresden GmbH, Radebeul, D-01445, ■ 
Germany 

Drugs of the Future (2002), 27(2), 111-116 
CODEN: DRFUD4; ISSN: 0377-8282 
Prous Science 
Journal; General Review 
English 

A review. Airway diseases such as bronchial asthma and chronic 
obstructive pulmonary disease (COPD) are chronic inflammatory diseases 
whose prevalence is increasing. Current research concerned with 
developing effective treatments for these conditions have focused on the 
search for alternatives to the standard corticosteroid antiinflammatory 
therapy. Selective phosphodiesterase 4 (PDE4) inhibitors have received a 
considerable amount of attention due to their ability to suppress the 
functions of several cell types involved in allergic and inflammatory 
disorders. The selective PDE4 inhibitor AWD 12- 
281 is the result of a pharmacophore-based synthesis program 
wherein the optimization process was supported by ligand-based drug design 
methods. AWD 12-281 was selected for 

■further development for its high affinity and selectivity for the human 
PDE4 isoenzyme and due to its potent activity and excellent' tolerability 
in models of allergic rhinitis, asthma and COPD, especially after 
topical treatment. 

REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AUTHOR: 

CORPORATE SOURCE: 



SOURCE: 



50, No. 



2000413538 EMBASE 

Animal models of. allergic rhinitis. 
Szelenyi I.; Marx D.; Jahn W. 

Dr. I. Szelenyi, Pulmonary Pharmacology (BF-FP2), 
Meissnerstr. 191, 01445 Radebeul, Germany, 
stef an . s zelenyi@astamedica . de 

Arzneimittel-Fprschung/Drug Research, (2000) Vol. 
11, pp. 1037-1042. . 
Refs: 44 

ISSN: 0004-4172 CODEN: ARZNAD 
Germany 

Journal; Ar-ticle 
011 Otorhinolaryngology 

026 Immunology, Serology and Transplantation 

030 Pharmacology 
037 Drug Literature Index 

English 

English;. German 
Entered STN: 14 Dec 2000 
Last Updated on STN: 14 Dec 2000 
Actively, sensitized Brown Norway rats and guinea pig are useful 
for studying drug effects on symptoms of experimental rhinitis, 
not all symptoms of human rhinitis can be induced and detected in the same 
animal species, the predictablity of methods generally used is well 



COUNTRY: 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



AB 



species 
Even if 



acceptable. In the present • review, advantages and disadvantages of 
experimental methods of rhinitis will be discussed. 



=> s dermal or skin 
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2007:331227 
146:308239 

Highly selective phosphodiesterase 4 inhibitors for 
the treatment of allergic skin diseases and 
psoriasis 

Baeumer, Wolfgang; Hoppmann, Joachim; Rundfeldt, 
Chris; Kietzmann, Manfred 

Department of Pharmacology, Toxicology, and Pharmacy, 
Foundation, University of Veterinary Medicine 
Hannover, Hannover, D-30559, Germany 
Inflammation & Allergy: Drug Targets (2007), 6(1), 
17-26 

CODEN: IADTAQ; ISSN: 1871-5281 
Bentham Science Publishers Ltd. 
Journal; General Review 
English 

The phosphodiesterase (PDE) 4 is the predominant cAMP degrading 
a variety of inflammatory cells including eosinophils, 
neutrophils, macrophages, T cells and monocytes. In addition, this enzyme 
expressed in non-immune cells such as keratinocytes and fibroblasts. 
Highly selective PDE4 inhibitors are currently under evaluation for the 
treatment of asthma and/or chronic obstructive pulmonary disease. Due to 
the broad anti-inf lammatory/immunomodulatory action of PDE4 inhibitors, it 
has been proposed that PDE4 inhibitors might also be efficacious for 
skin disorders such as atopic dermatitis. Consequently, PDE4 
inhibitors including cilomilast and AWD 12-281 

have been tested in several models of allergic and irritant skin 
inflammation. These PDE4 inhibitors displayed strong anti-inflammatory 
action in models of allergic contact dermatitis in mice, in the 
arachidonic acid induced skin inflammation in mice and in 

ovalbumin sensitized guinea pigs. The determination of cytokines in skin 
homogenates revealed that both Thl as well as Th2 cytokines are ^suppressed 
by PDE4 inhibitors, indicating an anti-inflammatory activity in both the 
Th2 dominated acute phase as well as the Thl dominated chronic phase of 
atopic dermatitis. Due to the suppression of Thl cytokines, activity can 
also be expected in psoriasis. Results of early clin. trials with both 
topically (cipamf ylline, CP80,633) and systemically (CC-10004) active PDE4 
inhibitors demonstrated efficacy in atopic dermatitis and in the case of 
CC-10004, also in psoriasis. AWD 12-281 (GW 

842470) is currently under clin. evaluation" for the topical treatment of 
atopic dermatitis. Results concerning clin.. efficacy of this potent and 
selective PDE4 inhibitor are anxiously awaited. 
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Novel medicament combinations for the treatment of 
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AB The present invention relates to new medicament combinat 
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AB This invention relates, to pharmaceutical compns . for the prevention and 
treatment of chronic skin diseases, comprising (a) a 

phosphodiesterase (PDE)-IV inhibitor or a pharmacol. acceptable salt 
thereof and (b) an immunosuppressant, which are administered 
simultaneously or sep. with an interval. For example, tablets were 
formulated containing 2- (3, 5-dichloro-4-pyridinyl ) -1- ( 7-methoxyspiro [1,3- 
benzodioxole-2 , 1 1 -cyclopentan] -4-yl) ethanone (PDE-IV inhibitor) 20, 
tacrolimus (immunosuppressant) 20, lactose 123.4, starch 20, hydroxypropyl 
cellulose 6, and Mg stearate 0 . 6 mg per tablet. 
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AB It is intended 


to provide a 


remedy 


and/or a preventive 


for 


a chronic 


skin disease which 


comprises (a) 


a 


phosphodiesterase (PDE) - 


-IV 



inhibitor or a pharmacol. acceptable salt thereof and (b) a steroid drug, 
which are administered' simultaneously or sep. at an interval. For 
example, tablets were formulated containing 2- ( 3, 5-dichloro-4-pyridinyl) -1 
methoxyspiro [ 1 , 3-benzodioxole-2 , 1 1 -cyclopentan] -4-yl ) ethanone 50 , 
prednisolone 20, lactose 123.4, starch 20, hydroxypropyl cellulose 6, and 
Mg stearate 0.6 mg. per tablet. 
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1609-1617 
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DOCUMENT TYPE: Journal 
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AB The selective phosphodiesterase. 4 (PDE4) inhibitor AWD 
12-281 is structurally optimized for topical 

administration. It has potent effects in models of lung inflammation if 
administered as a dry powder inhalation'. It has also demonstrated its 
anti-inflammatory property in a mouse model of cutaneous inflammation 
after topical administration. The aim of this study was to evaluate 
whether AWD 12-281 may be capable of 

penetrating human skin. Therefore a new guinea-pig model of 
allergic skin inflammation had to be developed. In 
ov.albumin-sensitized guinea-pigs, intracutaneous administration of 
ovalbumin results in a rapid development of allergic skin 
wheals. Topically administered AWD 12-281 

was capable of reducing the development of wheals, indicating that this 

compound can penetrate the stratum corneum of guinea-pig skin as a 

predictor of human skin penetration. A secondary aim was the 

evaluation of a T cell subtype preference of AWD 12- 

281 since PDE4 inhibitors are said to preferentially inhibit 

Th2-type cytokines. Therefore, the effects of AWD 12- 

281 on a broad spectrum of Thl- and Th2-type cytokines were 

studied in tissue homogenates after allergen challenge in sensitized mice 

and in supernatants of anti CD3/anti-CD28-st imulated peripheral blood 

mononuclear cells (PBMCs) . In both models, AWD 12- 

281 suppressed both T cell subtype cytokines indicating a broad 

spectrum activity of AWD 12-281. A further 

issue was to determine the duration of action and the concentration-response 
relation 

of the topical activity of AWD 12-281 using 

a model of acute local inflammation - the arachidonic-acid-induced mouse 
ear edema. The compound exhibited a dose-dependent effect with a minimally 
effective concentration of 0.3%; after repeated administration" the minimally 
effective concentration was 0.03%. A single administration of a 3% solution 
resulted in significant suppression of' inflammation even 48 h after 
treatment. In conclusion, our results indicate that AWD 
12-281 is a very promising drug candidate not only for 

the treatment of lung inflammation using inhalative administration but 
also for the treatment of atopic dermatitis. 
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AB The present invention relates to a pharmaceutical composition comprising one or 
more compds . of formula I wherein n denotes 1 or 2; Rl denotes hydrogen, 
halogen, Cl-C4-alkyl or -0-Cl-C4-alkyl ; R2 denotes hydrogen, halogen, 
Cl-C4-alkyl or -0-Cl-C4-alkyl; R3 denotes Cl-C4-alkyl, OH, halogen, 
-0-Cl-C4-alkyl/ -0-Cl-C4-alkylene-COOH, -0-Cl-C4-alkylene-CO-0-Cl-C4- 
alkyl, and at least one other active substance for the treatment of 
respiratory diseases. The second active substance can by an 
anticholinergic, a phosphodiesterase IV inhibitor, a steroid, a LTD4 
antagonist or an EGFR inhibitor. 
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AWD 12-281 (N- (3, 5-dichloro-4-pyridinyl ) -2- 

[1- ( 4-f luorobenzyl ) -5-hydroxy-lH-indol-3-yl ] -2-oxoacetamide ) , a 
phosphodiesterase 4 inhibitor, which is optimized for topical 
administration, was tested in a model of. allergic dermatitis in mice. To 
obtain an allergic dermatitis, BALB/c mice were sensitized to 
toluene-2, 4-diisocyanate (TDI ) . The allergic reaction was challenged by 
topical administration of TDI onto the mice ears. AWD 
12-281 was tested for its anti-inflammatory potential by 

oral, i.p. and topical administration. The phosphodiesterase 4 inhibitor, 
cilomilast (SB 207499), and/or the corticosteroid, diflorasone dracetate, 
were used as reference compds . Given orally and i.p. 2 h before as well as 
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and 24. h after TDI challenge, AWD 12-281 

showed no, or only a transient inhibition of the allergen-induced ear 
swelling, whereas cilomilast significantly inhibited this ear swelling. 
Applied topically onto the ears before TDI challenge, AWD 
12-281, cilomilast and diflorasone cliacetate . caused 

total inhibition of ear swelling 24 h after challenge, confirmed by a 
decrease of the pro-inflammatory cytokines interleukin-4 , interleukin-6 
and macrophage inhibitory protein-2. Administered topically after TDI 
challenge as therapeutic intervention, AWD 12- 

281 and diflorasone diacetate caused significant inhibition of ear 
swelling; cilomilast failed to do so. These results indicate that 
topically administered AWD 12-281 may be 

potent in the prevention and treatment of allergic/inflammatory 
skin diseases. 
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AB The inhibitors of the phosphodiesterase 4, SB 207499 (cilomilast, 

c-4-cyano-4- ( 3-cyclopentyloxy-4-methoxyphenyl ) -r-L-cyclohexane carboxylic 
acid) and AWD 12-281 (N- (3, 5-dichloropyrid-4- 

yl ) - [ 1- ( 4-f luorobenzyl) -5 -hydroxy indole -3 -yl ] glyoxylic acid amide ) were 

tested' in a model of allergic dermatitis in mice. To obtain an allergic 

dermatitis, BALB/c mice, were sensitized to toluene-2 , 4-diisocyanate . The 

allergic reaction was challenged by topical administration of 

toluene-2, 4-diisocyanate onto the mice ears. Before challenge, two groups 

of mice were treated topically (ear skin) with SB 207499 or 

AWD 12-281. There was a significant ear 

swelling in toluene-2 , 4-diisocyanate-challenged mice ears 4, 8, 16, 24 and 
48 h after challenge. SB 207499 and AWD 12- 

281 inhibited this swelling significantly 8, 16, 24 and 48 h after 

the challenge . For biochem. parameters and histol., ears were sampled 

from mice sacrificed 4, 8 and 16 h after the challenge. In homogenized 

tissue, SB 207499 and AWD 12-281 inhibited 

significantly the secretion of interleukin lp induced by 

toluene-2, 4-diisocyanate 4 and 8 h after challenge. The cell influx 

(granulocytes) observed in the toluene-2 , 4-d.iisocyanate-challenged mice 8 and 

16 h after challenge was nearly abolished by AWD 12- 

281 and SB 204799. 
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Intracellular levels of cyclic nucleotides are closely regulated by 
distinct families of PDEs, which are responsible for the breakdown and 
degradation of cyclic nucleotides within cells. Type 4 PDEs have the 
potency to modulate the release of inflammatory mediators through 
cAMP-dependent and -independent mechanisms. Selective targeting of PDE4 
is currently being investigated as a novel therapeutic approach in the 
treatment of inflammation-associated respiratory diseases such as asthma 
and COPD. The development of several PDE4 inhibitors, including 
roflumilast and cilomilast, reflects the success of this approach. In 
principle, therapeutic intervention of an inflammatory response by PDE4 
inhibitors may be extended to other chronic inflammatory disease states 
such as psoriasis, rheumatoid arthritis and inflammatory bowel diseases 
(eg, Crohn's disease and ulcerative colitis). This review explores the 
feasibility of PDE4 inhibitors as a promising alternative for therapeutic 
intervention in fc systemic inflammation and inflammation-based disease. 
.COPYRGT. The Thomson Corporation. 
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